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Sir: 



I, Arthur Raines, Ph.D., state and declare that: 



1. I am a Professor of Pharmacology at Georgetown 
University in Washington, D.C. My Curriculum Vit ae is appended 
hereto as Exhibit 1. 

2 . I understand that the examiner of the above-captioned 
application has maintained a rejection of the claims under 35 USC 
§102(e), as being anticipated by O'Neill et al . , U.S. patent No. 
5,268,181 (1993) ("the O'Neill patent"). I also understand that 
the basis of the rejection is that the O'Neill patent discloses 
a method of treating hyperlipidemia comprising the administration 
of a single daily dose of a particular niacin composition, 
preferably, at, or immediately following, the evening meal, but 
before bedtime. I further understand that the examiner has taken 
the position that the administration of niacin in the evening or 
at night is supported by the parent application of the O'Neill 
patent (Evanstad et al . , U.S. patent No. 5,126,145 (1992) ["the 
Evanstad patent" ] ) , which teaches the administration of niacin 
twice daily. In particular, the Evanstad patent states that 
"[t] ablets can be scored to permit dasy [sic] breakage into 
smaller doses for titration up to the standard 750 mg. dose given 
twice daily." Evanstad patent at column 5, lines 58-60. 
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3 . My review of the Evanstad patent revealed that the 
patent discloses a formulation of a sustained release tablet 
suitable for use with highly water soluble drugs, which can 
present formulation problems. The Evanstad patent describes the 
use of hydroxypropyl methylcellulose and other ingredients to 
retard the dissolution of water soluble drugs and thus prolong 
the period of their absorption. Accordingly, the patent is 
entitled "Controlled release tablet containing water soluble 
medicament . " 

4. The Evanstad patent indicates that niacin, which is 
the water soluble agent used as an example of the invention, 
could be administered twice a day. See the Evanstad patent at 
column 5, lines 54-62. According to the patent, the stated 
purpose of the sustained release is to aid in avoiding side 
effects (which might occur with a standard tablet dosage form 
where release usually occurs more rapidly and can lead to 
headache, dizziness, tingling and flushing) . At no point in the 
patent is the issue of a specified time of administration of 
niacin mentioned, nor is the issue of diurnal variation in lipid 
biosynthesis addressed; therefore, the timing of the dose to a 
particularly appropriate part of the day to enhance efficacy is 
not a component of the Evanstad patent. 

5. On the other hand, my review of the O'Neill patent 
revealed that the document specifically addresses the issue of 
administering the niacin at a specified time period based on the 
variation in lipid biosynthesis which occurs over the 24 hour 
time period. See the O'Neill patent at column 2 (lines 45-53), 
column 3 (lines 15-22) and column 10 (lines 34-37) . The O'Neill 
patent calls for the taking of the sustained release dosage form 
at some time with or after the evening meal or at bedtime. This 
will presumably allow for medication levels to be optimal at the 
time of peak synthesis of serum lipids. 

6. In summary, the Evanstad patent does not teach or even 
suggest the O'Neill method of administering niacin at a time of 
day targeted to coincide with the time at which cholesterol is 
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maximally synthesized in the human liver. The once daily, 
diurnal variation-related dose of niacin described by O'Neill 
cannot be said to follow from the two dose, diurnal variation- 
unrelated regimen of Evanstad. 

7. I hereby declare that all statements made herein of 
my own knowledge are true and that all statements made on 
information and belief are believed to be true, and further that 
these statements are made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the 
United States Code and that such willful-^ false statements may 
jeopardize the validity of the application or any patent issuing 
thereon . 



Date: 




By: 




Arthur Raines 
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TtME COLLECTED 0900 
DATE ENTERED 09/04/90 

datereporteo 09/OS/90 
report status F J. N A L 

0 9 0 4 9 0 .1. 1 3 4 2 / 6 3 2 5 S ? ! 




AGE 56 SEX F 



5:i9AM 



TEST 



RESULT 



OUT OF RANGE 
(OR INTERPRETATION) 



UNITS 



REFERENCE 
RANGE 



SC 



♦ A « R.« F «. PANFL *2 

CHOLESTERO L r TOTAL MG/DL 0 

DESIRABLE ADULT LEVEL "OR C ! i 0 i .. !"' 3 T CROC**- I S LESS THAN 200 nG/ OL . 




- 19< 



TRIGLYCERIDES 



CHOLESTEROL , HI Gi ! DENS [TY 
LIPOPROTEIN 




MG/DL 



MG/DL 



■?0-190 



HI 

MI 
MI 



DESIRABLE-, LEVELS OF HDL CHOLESTEROL ARE* MALE GREATER THAN 45../_._ 

_ FEMALE GREATER THAN 55 



LDL CHOLESTEROL 



7.06 




MG/DL 



LESS THAN 130 



CORONARY HEART DISEASE RISK TABLE. 



RELATIVE RISK 



MEN 



0.5 AVERAGE 
AVERAGE 
2 X AVERAGE 
3~ X. AVERAGE 



WOHEHI 0*3 jAVERAGE 

AVERAGE 

„ _ 2L X AVERAGE.. 

3 X AVERAGE 



T/HDL CIIOL RATIO 

3.43 
_4.97 

9.55 . 
1. 23L3SL - 



4 . 44 

.._..;:z*.o5: 

11.04 
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uimcal Laboratories 
acct. no. 2 5 d jBes^uailable Copy 

W uBNa 2502782 

:S-FL0RIDA INC OMfMIMBi. Q9/07/90 

,244 S MILITARY TRAIL 3-590 tmbcouected 0800 

I <Y BEACH r FL 33484 dateentered 09/07/90 

DATE REPORTED 09/09/90 

< CONFIDENTIAL REPORT ** reportstatus FINAL 




iA 00 
4MENT& 



ROUTE 3 



STOP 



9 : 03AM 



790i21C0/c!':. : .i.675P 



TEST 



RESULT 



OUT OF RANGE 
(OR INTERPRETATION) 



UNITS 



REFERENCE 
RANGE 



SC 



A i F; i F i EANEL #2 
CHOLESTEROL , T OTAL 

200 ~~239 MG7DL IS BORDERLINE H 

TRIGLYCERIDES C 243 




;i-U.'i'...K.o T cKGi.. c !■ 
LIPOPROTEXM 



'iJi! Di 



MG/BL LESS THAi'-' 

20 YEARS OLD OR GREATER 



MG/ Dl- 



MO/ DI 



20-190 



m 

MI 



DESIRABLE, LEUELS OF HDL CHOLESTEROL ARE t MALE GREATER THAN- 45- 

FEMALE GREATER THAN 55 

LDL CHOLESTEROL- <<r~ 18A< H^y 

CHOLESTEROL/HAL RATIu ? ♦ 7 1 — — 



M8/DL. 



LESS - THAN- 



* V- ************* * * * *. * ;?: a •? x * :*:*** *.' * V- ******** 
CORONARY- HEART DISEASE RISK TABLE 



RELAtlOETRISK 



T/HDL. CHOL RATIO 



MEN..^ . -a,! 1 !, AUFRAGE-, 

AVERAGE 

2 X AVERAGE. 

3 X Ay'ESAGE 

WOMEN 0.5 AVERAGE 

_1awerage 

2 x average ■ 

3 X 



4.97 ' ~ *i 

.9 .55 : . ^.Z!2J:Z.L-. .._ 

23.39 



3.27 
4 .-44-. 

7.05. 
,t*04fe: 



-1 



*********** ****************************** .J1 




;■v•^;..^■;■■■*;r.v::*^ , »V^ - ^ < ? , -"Wr-- •»««•«-■ * 



>> END OF REPORT « 
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TRAIL 
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S-590 



* CONFIDENTIAL REPORT ** 

A 0 Q ROUTE W3 STOP 16 Q 

..ments: TASTING SPECIMEN" 



LAB NO. 



295J 



TIME COLLECTED 
DATE ENTERED 
DATE REPORTED 
REPORT STATUS 



931 
*%X 12/90 

830 

11/12/90 
11/13/90 
FINAL 




111 2901 2576/039506V 



5: 16AM 



TEST 



RESULT 



OUT OF RANGE 
(OR INTERPRETATION) 



UNITS 



REFERENCE 
RANGE 



SC 



HEMZYME F'LUS/CBC/UA 
CHEMZYME 
GLUCOSE 
SODIUM 
POTASSIUM 
CHLORIDE 

CARBON DIOXIDE CONTENT 
ELECTROLYTE BALANCE 
UREA NITROGEN 
CREATININE 

BUN/CREATININE RATIO 

URIC ACID 

CALCIUM 

PHOSPHORUS, INORGANIC 
PROTEIN, TOTAL 
ALBUMIN 

GLOBULIN, TOTAL 
A/G RATIO 
CALCIUM, IONIZED 
BILIRUBIN, TOTAL 

ALK PHOSr- TOTAt 

LACTATE DEHYDROGENASE 
AST <SGOT) 
>T) 



103- 

144 

3.8 

104 

28 

12 

19 

1.2. 

16 

4.2 

9.3- 

3.5 

6.7- 

3.8 

2.9 

1.3 

4,2 

0.7... 

147 

46 



200 - 239 MG/DL IS BORDERLINE 

TRIGLYCERIDES — — 

IRON, TOTAL 68 



52 



60 



MG/DL 
MEQ/L 
MEQ/L 
MEQ/L 
MEQ/L 

MG/DL 
MG/DL 

MG/DL 
MG/DL - 
MG/DL 
GM/BL-- - 

GM/DL 
GM/DL- 

MG/Dt — 
MG/DL 

U/t. 



70 - 115 
135 - 148 
3.5 - 5.3 
95 - 110 
24 - 32 
5-15 
7 - 25 
0.7 - 1.4 

8-20 

2.5 - 7.5 
8«5~- 10.6 
2.5-4.5.. 

6.0»-8-.45^ - 

3.2-5.5 

1 .5— 3-^8" 

1.1-2.2 
3 .«-4. 8 
0.2 - 1.2 
20 - 140 



H 




170 H - 



U/L 

U/t- — 
U/L 

M6/b"L-~ 
OR 20 YEARS OLD 
MG/DL-l - 
MCG/DL 



MI 



0-- 250 

0-50- 

0-55 
- LESS THAN 200 
OR GREATER 
- - 20^144 

40 - 150 



COMPLETE BLOOD CT S DIFF 
WHITE BLOOD CELLS 
RED BLOOD CELLS. . 

HEMOGLOBIN- < B> — - 

HEMATOCRIT 

MCV - 

MCH 

MCHC 

RDW 

PLATELET COUNT 
NEUTROPHILS 
NEUTROPHILS,- ABSOLUTE 
LYMPHOCYTES 
LYMPHOCYTES, ABSOLUTE 
MONOCYTES 

MONOCYTES, ABSOLUTE 

EOSINOPHILS 

» REPORT CONTINUED 



5^2- 




THOUSANB/GU^-i 
MILLIONS/CU. 

GM/Wsr" ~ 

7. 

FEWQ^ITEBS-- 
PICOGRAMS 

X- ■ 

UNITS 

THOUSAND/CU. 
7. 

THOUSANDS Ctk 
% 

THOUSAND/ CU. 
7. 

THOUSAND/CU. 
7. 



MI 



HM*3^8— - 10.8- 
MM.3.90. - 5.20 
... i.2r&-~. 15,6— 
_35.0 - 46,. 0 
-80,0- — 100.0 
27.0 33.0 
32-^ --»- 34.0 
10.0 - 15..0 
MM** 130 - 400 

40 - 75 
MW^WS2 - 8.10 

18 - 47 
MfcU0.68 - 5.07 

0-10 
Mfl.0.10 - 1.08 
0-6 
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ACCT. NO. 



pEs-FLORrab inc 

16244 S mWiTARY TRAIL S-590 
Dar*Y BEACH, FL 33484 



FASTING 



2^^^1tSff Clinical Laboratories 

LAB NO. 2502801 



** CONFIDENTIAL REPORT ** 

AREA 00 ROUTE W3 STOP 160 

COMMENTS 



LAB NO. 2502801 
wmni— 09/19/90 

TIME COLLECTEO 0830 

OATE ENTERED 09/19/90 

DATE REPORTED 09/20/90 

REPORT STATUS FINAL 

0 9 .199011339 / 7 0280 8 P 




AGE 47 



7 t 44AM 



TEST 



RESULT 



LHfcflZYHh FLUS/IHLVUA 

chemzyme 

GLUCOSE 

SODIUM 
POTASSIUM 

CHLORIDE 

PARBOW;- DIOXIDE CONTENT 

ELECTROLYTE BAL ANTE 

urea; nitrogen 

GREAT ININE 

BUN/CREATININE RATIO 
URIC ACID 
CAtCTUIf- 

PHOSPHORUS , INORGANI C 
-I p W>TETW7~T0TAL' 
"ALBUMIN" 
GL OBU L IN 
A7G""RATid 

; ^t-citiitr IONIZED 

BILIRUBIN; TOTAl '"" 

"ftti^PHpgi^TOTm: — 

LACTATE DEHYDROGENASE 
AST~TSG0T7 



OUT OF RANGE 
(OR INTERPRETATION) 



UNITS 



REFERENCE 
RANGE 



SC 



ALT (SGPT) 



97 

139 

4.2 

103 
27 

9 

IT 

1.2 
11 

6*6 

8; 7" 

2.8 " 
JSTT 
4.0 
2»7- 

.1,5" 

0^6 




TR IPCYCE RIDEy 

IRON r TOTAL" 



IS BORDERLINE 




MG/DL 
MEQ/L 
MEQ/L 
MEG/L 
MEQ/L 

MG/DL 

MG/DL 

MG/DL 
MO/DL 
:MG/DL 
UM/DC " 
jG M/DL 
GH/DL ~ 

! 

HO/DL " 

Jmg/dl" ~ 
o/p — 

JU/L 
•U/L 



ri.i 




~6.0^E[7! 
3.2-5.5" 



162 ff 



102 



0 Y EARS OL D 
MCG/DL 



1.1-2.2 

0~.2-l ♦ 2 
T ".20..--T40 - 

0 - 250 

;o-5ol::- : > ■- 

0 - 55 
OR GREATER 

40 - 150 



COMPLETE BLOOD CT S DIFF 

WTOS^BEOO PCELLS— — 

REDBLOQD C ELLS 4749" 



RDW. 

PPrTEtgrrCQUNT - 

neutrophTls 

"NEO TROpttfL Sy 'ABSOLUTE 

LYMPHOCYTES*" ""' 
LtMfl^OCKrfESr ABSOLUTE 

fl^iONOCY'JES" 

.^/IQNOltTFTESy ABSOLUTE 
EOSINOPHI! S 

- —>;> REPORT CONTINUED 




- 0T3T""* 

3 " 

ON" NEXT" 



■- MI 

1MILLI0NS/CU.MM.4.40 - ~5.~80 ~ 

. . ■.^>B^'i7i2-._;:r, 

41 .0 - 50.0 

SSZ^PICOGRAMS "~ 27.0 - 33.0 
• UNIT S 10.0 - 15.0 

*Z "40"- 75" ~ 

"' 18 - 47 

iggyBAiw/qiT^H^ stvot 

o To 

TS9USAND /Ctf. MM ♦ 07 10 - 1.08 
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